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patient levels of neurturin are provided. Methods for identifying 
additional members of the neurturin-GDNF family of growth factors are 
also provided. 
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ABSTRACT : 

Cell culture media are provided containing high L-cystine concentration 
and low L-glutamic acid concentration. The media are useful for 
recombinant production of proteins using mammalian cell cultures. 
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Growth differentiation factor-B (GDF-8) and 
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Growth differentiation factor-B (GDF-8 ) polypeptides, polynucleotides 
encoding GDF-8 polypeptides, and vectors and host cells containing GDF-8 
encoding polynucleotides are provided 
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ABSTRACT : 

In a charge pump circuit having a plurality of transistors connected in i 
diode configuration, the threshold voltage of the transistors are 
prevented from being increased due to a back-bias effect by having the 
threshold biases of the transistors adjusted. The circuit, therefore, 
ensures a desired voltage boosting ability. 
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ABSTRACT: 

Growth differentiation factor-9 (GDP-9) is disclosed along with its 
polynucleotide sequence and amino acid sequence. Also disclosed are 
diagnostic and therapeutic methods of using the GDr-9 polypeptide and 
polynucleotide sequences. 
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ABSTRACT: 

A nov-1 growth factor, neurturin, is disclosed. The human and mouse amino 
acid sequences have been identified. Human and mouse neurturin genomic 
DMA sei^iences have been cloned and sequences and the respective cDNA 
sequences identified. The subcloning into vectors and the preparation of 
cells stably transformed with the vectors is also disclosed. In addition, 
methods for treating degenerative conditions using neurturin, methods for 
detecting gene alterations and methods for detecting and monitoring 
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♦•Growth** "Differentiation** **f actor**-**3** ("GDF**-"3") is 
disclosed along with its polynucleotide sequence and amino acid sequence. 
Also disclosed are diagnostic and therapeutic methods of using the 
"GDF**-**3" polypeptide and polynucleotide sequences. 
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ABSTRACT: 

The invention concerns a protein of the TGF-.beta. family 
therefor and a pharmaceutical composition containing such 
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ABSTRACT : 

A computer system for executing a binary image conversion system which 
converts instructions from a instruction set of a first, non native 
computer system to a second, different, native computer system, includes 
an run- time system which in response to a non- native image of an 
application program written for a non-native instruction set provides an 
native instruction or a native instruction routine. The run- time system 
collects profile data in response to execution of the native instructions 
to determine execution characteristics of the non-native instruction. 
Thereafter, the non-native instructions and the profile statistics are 
fed to a binary translator operating in a background mode and which is 
responsive to the profile data generated by the run-time system to form a 
translated native image. The run-time system and the binary translator 
are under the control of a server process. The non-native image is 
executed in two different enviroments with first portion executed as an 
interpreted image and remaining portions as a translated image. The 
run-time system includes an interpreter which is capable of handling 
condition codes corresponding to the non-native architecute. A technique 
is also provided to jacket calls between the two execution enviroments 
and to support object based services. Preferred techniques are also 
provide to determine interprocedural translation units. Further, 
intermixed translation/optimization techniques are discussed. 
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ABSTRACT : 

"Growth** "differentiation** "factor**-* *5" ("GDF"-"S") is 
disclosed along with its polynucleotide sequence and amino acid sequence. 
Also disclosed are diagnostic and therapeutic methods of using the 
"GDF"-"5" polypeptide and polynucleotide sequences. 



US PAT NO: 
DATE ISSUED: 
TITLE: 
INVENTOR: 



ASSIGNEE: 

APPL-NO: 
DATE FILED: 
ART -UNIT: 
PRIM-EXMR: 
LEGAL-REP: 

US PAT NO: 



5,774,620 [IMAGE AVAILABLE) 
Jun. 30, 1998 
Fluoride glass fiber 
Yoshiki Nishida, Mito, Japan 
Terutoshi Kanamori, Mito. Japan 
Tadashi Sakamoto, Yokosuka, Japan 
Yasutake Ohishi, Mito, Japan 
Shoichi Sudo, Mito, Japan 
Nippon Telegraph and Telephone Corporate 

(foreign corp. ) 
08/788, 385 
Jan. 24, 1997 
251 

John Ngo 
Spencer t Frank 

5,774,620 [IMAGE AVAILABLE] 



L5: 11 of 33 



Tokyo, Japan 



L5: 11 of 33 



This invention relates to fluoride glass with a specific composition 
having wide infrared transmission. A fluoride optical fiber using thi: 
fluoride glass can give high efficiency with a low loss. The fluoride 



optical fiber having a second cladding on the outer periphery of a first 
cladding can adjust the refractive index of the first cladding suitably. 
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ABSTRACT: 

A novel growth factor, neurturin, is disclosed. The human and mouse amino 
acid sequences have been identified. Human and mouse neurturin genomic 
DNA sequences have been cloned and sequences and the respective cDNA 
sequences identified. The subcloning into vectors and the preparation of 
cells stably transformed with the vectors is also disclosed. In addition, 
methods for treating degenerative conditions using neurturin, methods for 
detecting gene alterations and methods for detecting and monitoring 
patient levels of neurturin are provided. Methods for identifying 
additional members of the neurturin-GDNF family of growth factors are 
also provided. 
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ABSTRACT: 

A novel growth factor, neurturin, is disclosed. The human and mouse amino 
acid sequences have been identified. Human and mouse neurturin genomic 
DNA sequences have been cloned and sequences and the respective cDNA 
sequences identified. The subcloning into vectors and the preparation of 
cells stably transformed with the vectors is also disclosed. In addition, 
methods for treating degenerative conditions using neurturin, methods for 
detecting gene alterations and methods for detecting and monitoring 
patient levels of neurturin are provided. Methods for identifying 
additional members of the neurturin-GDNF family of growth factors are 
also provided. 
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A lock device for holding "open" position of a person's mandible (lower) 
jaw bone, for facilitating medical treatments such as emergency 
intubation and other procedures, dental work, etc., particularly on a 



patient who is either unconscious or for 
cooperative. 

A pair of force lugs, carried on support-beam members, are for imposing a 
force oppositely against a person's mandible teeth set and upper or skull 
(maxilla) teeth set. The beam members are pivotally interconnected; and 
have an extension arm outwardly and rearward! y extending from the outer 
end, being a retroflex member which in use of the device extends 
generally horizontally and rearwardly along the person's cheek, providing 
ease of manual grasping and other advantages . 
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ABSTRACT : 

Purified BMP-15-related proteins and processes for producing them are 
disclosed. DNA molecules encoding the BMP-15-related proteins are also 
disclosed. The proteins may be used in the treatment of bone and 
cartilage and/or other connective tissue defects and in wound healing and 
related tissue repair. 
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ABSTRACT: 

Cyclized integrin receptor antagonist compounds useful in modulating cell 
adhesion, including adhesion related to fibronectin, as well as leukocyte 
adhesion to endothelial cells, are disclosed. Hethods for synthesizing, 
testing, formulating, and using the compounds as therapeutic agents are 
also disclosed. 
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ABSTRACT: 

Compositions of proteins with chondrocyte and cartilaginous tissue 
inducing activity, as well as method of using those compositions, are 
disclosed. The compositions comprise one or more proteins of the 
transforming growth factor- .beta . [TGF-.beta.) superfamily of proteins, 
particularly bona morphogenetic proteins (BMPs), in combination with 
parathyroid hormone related polypeptide (PTHrP) or an equivalent PTH-like 
polypeptide. The compositions and methods are useful in the treatment of 
osteoarthritis, cartilage defects and in related tissue repair. 
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An isolated polynucleotide of anti-dorsalizing morphogenetic protein 
(ADMP-1) is obtained from Xenopus. The protein is most closely related to 
human BMP-3. ADMP-1 functions as a modulator for dorsalizing influences, 
and prevents syndromes involving inappropriate proliferation of tissues. 
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ABSTRACT: 

The present invention relates to methods for the induction of 
tendon/ ligament- like tissue formation, wound healing and ligament and 
other tissue repair, using a composition comprising BHP-12, BMP-13 or 
MP-52, or combinations of the above. 
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ABSTRACT: 

Purified BMP-15-related proteins and processes for producing them are 
disclosed. DNA molecules encoding the BMP-15-related proteins are also 
disclosed. The proteins may be used in the treatment of bone and 
cartilage and/or other connective tissue defects and in wound healing and 
related tissue repair. 
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ABSTRACT : 

A method and apparatus for producing photoluminescence emissions (68) 
from thin CaF.sub.2 films grown on either silicon or silicon/aluminum 
substrate shows narrow emission linewidth and high emission intensities 
for CaF.sub.2 with thickness as low as 0,2 .mu.m, The preferred 
embodiment is doped with a rare-earth such as Nd. 
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ABSTRACT: 

A test apparatus for a semi-conductor memory device comprising a memory 
section having a plurality of memory cell arrays, the memory cell arrays 
receiving input data in parallel, a latch control circuit responsive to a 
write enable signal and an address signal for output ting a control signal 
for latching the input data while the input data is written into the 
memory section, an expected data latch circuit responsive to the control 
signal from the latch control circuit and a read enable signal for 
latching the input data while the input data is written into the memory 
section and outputting the resultant expected data, a clock generator for 

?enerating a clock signal in response to a test flag signal and an 
nternal column address select signal, an expected data transfer circuit 
for transferring the expected data from the expected data latch circuit 
in response to the test enable signal and the read enable signal, a data 
discrimination circuit for discriminating whether output data from the 
memory section are the same as the expected data from the expected data 
transfer circuit, and an output circuit for outputting a fail signal in 
response to output signals from the data discrimination circuit. 
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ABSTRACT: 

A channel equalizer is formed using a self-learning neural network. 
During a training period, the neural network is taught the channel 
response function. The network is then used to equalize distortions 
introduced into signals by the channel. The neural network may be a 
Boltzmann Machine type of neural network comprising neurons arranged in 
an input layer, a hidden layer, and an output layer. The neurons are 
interconnected by bidirectional symmetric weighted synapses. Each neuron 
is preferably implemented by an analog integrated circuit. Direct 
communication between the input and output layers helps in faster channel 
acquisition. The scheme can very easily be extended to multilevel and 
multi symbol modulation schemes such as QAM and PSK. 
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ABSTRACT: 

F^ourinated glasses containing indium fluoride And HF.sub.2 fluorides in 
ac least 70 moles 4, in which M denotes one or several elements of the 
group Ba, Sr, Ca, Pb. Said glasses contains^ in the form of stabilizing 
elements, either 2 to 12 % gadolinium fluoride, or 2 to 10 I magnesium 
fluoride, or else a mixture of both fluorides in a proportion not 
exceeding 20 mole S. variants of these compositions are also described. 
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, forming superlattice structures (260) made of Car. sub. 2 :Kd and 

other semiconductor layers (2 94} and by associating a co-dopant with Nd 
in the CaF.sub.2 films photolurainescence efficiency of CaF.sub.2 films is 
increased. This permits using electrons to produce photons and 
, lic devices using CaF.sub.2 films through voltage 
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.. a self-learning neural network comprises a current 

input node at which a plurality of synaptic input currents are summed 
using Kirchoff's current law. The summed input currents are normalized 
using a coarse gain current normalizer. The normalized summed inputs 
current is then converted to a voltage using a current to voltage 
converter. This voltage is then amplified by a gain controlled cascode 
output amplifier. Gain control inputs are provided in the output 
amplifier so that the neuron can be settled by the Mean Field 
Approximation. A noise input stage is also connected to the output 
amplifier so that the neuron can be settled using simulated annealing. 
The resulting neuron is a variable gain, bi-directional current 
transimpedance neuron with a controllable noise input. 
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., forming superlattice structures (260) made of CaF.sub.2 :Nd and 
other semiconductor layers (294) and by associating a co-dopant with Nd 
in the CaF.sub.2 films photoluminescence efficiency of CaF.sub.2 films is 
increased. This permits using electrons to produce photons and 
controlling optoelectronic devices using CaF.sub.2 films through voltage 



variation. 
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US PAT NO: 
ABSTRACT: 

A silicon-based microlaser formed of rare-earth-doped CaF.sub.2 thin 
films has a semiconductor substrate material (240) and a CaF.sub.2 film 
layers (234) grown on semiconductor substrate material {240), The 
CaF.sub.2 film layer (234) is doped with a predetermined amount of 
rare-earth-dopant that is sufficient to cause a spectral emission from 
the CaF.sub.2 film layer (234) having a narrow linewidth when the 
CaF.sub.2 film layer (234) is optically or electrically r J 
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ABSTRACT: 

A data read-out circuit in the semiconductor memory device has a sense 
circuit which detects the state of a selected memory cell and outputs a 
sense output voltage, a reference voltage generating circuit which 
outputs a reference voltage, and a comparison amplifier which compares 
the sense output voltage with the reference voltage and outputs an output 
voltage. The data read-out circuit further has a reference voltage 
control circuit consisting of a P- channel MOSFET connected between a 



power supply source and an output node of the reference voltage 
generating circuit. A gate of the P- channel MOSFET receives the sense 
output voltage from the sense circuit. When the sense output voltage is a 
low level, the P- channel MOSFET becomes conductive and the reference 
output voltage is changed to a high level substantially equal to the 
power supply voltage and, when the sense output voltage is a high level, 
the P-chann«l MOSFET becomes non- conductive and the reference output 
voltage is changed to a low level substantially equal to the ground 
potential. Therefore, the data read-out circuit has a wide operation 
margin and operates in low power consumption. 
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ABSTRACT : 

A current mirror type level converter which makes it unnecessary to 

? rep are the complementary signals of input signals by connecting a load 
ransistor which is in the normally energized state regardless of the 
states of the input signals to the side where a mirror current flows and 
the load transistor also determines the output level. Further, a mirror 
input current is caused to flow by the result of a logic operation of the 
input signals, a mirror current supplying transistor is shared among a 

u_„ lt mi rror tV p B level converters, an output signal is 

> accompanying a delay, and a feedback transistor to 
anal is applied the positive feedback signal is 
connected in parallel with the load transistor in order to realize an 
i the spr ■ - - - - ■ 



input signals, a rairri 
plurality of current i 
fed back positively a< 
whose control terraina] 



increase in I 
-> s mp 52 



speed of the operation of the converter. 



29697 MP 
831400 52 
L6 347 MP 52 

(MP(W)52) 

-> s 16 and (435/69-70/cclst or 530/350-399/cclst or 514/ 12/cclst ) 



-> s 16 and (435/69. 1-69 . 7/cclst or 530/350-399/cclst or 5 14/12/cclst) 

4833 435/69. 1-69. 7/CCLST (9 TERMS) 

(435/69. 1+NEXT8/CCLST) 
12004 530/350-399/CCLST (86 TERMS) 

(530/350+NEXT8S/CCLST) 
1964 514/12/CCLST 

L7^ 5 L6 AND (435/69. 1-69. 7/CCLST OR 530/350-399/CCLST OR 514/12/ 

ST) 

-> s 16 and (435 or 530 or 514 or 424)/clas 

43584 43S/CLAS 
21671 530/CLAS 
78209 514/CLAS 
43761 424/CLAS 
L8 171 L6 AND (435 OR 530 OR S14 OR 424} /CIAS 



0 S LI AND (530, 435, 514/COR) 
0 S LI AND (530, 435, 514/CLAS) 
178 S LI AND (530 OR 435 OR 514/CLAS) 
33 S MP52 OR GDF5 OR GDF3 OR ( (GDF OR ( (GROWTH (1A) DIFFERENT I A 



171 S L6 AND (435 OR 530 OR 514 OR 424)/CLAS 
i 17 not 15 

3 L7 NOT L5 
I bib ab 1- 
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ABSTRACT: 

A method and apparatus for producing photoluminescence emissions (68) 
from thin CaF.sub.2 films grown on either silicon or silicon/aluminum 
substrate shows narrow emission linewidth and high emission intensities 
for CaF.sub.2 with thickness as low as 0.2 .mu.m. The preferred 
embodiment is doped with a rare-earth such as Nd. 
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ory cells interconnected 



column lines and a voltage source corresponding to a specified 
status. A sensing circuit connects or disconnects an output node whore 
the current is supplied from the voltage source with the input node which 
indicates the status of the specified memory cell. A reference voltage 
generation circuit generates the reference voltage. A comparison circuit 



generates a signal to indicate the specified status of the selected 
memory cell. Between the output and input nodes of the sensing circi 
first transistor under gate control by a reverse voltage of the input 



first transistor under gate control by a reverse voltage of the input 
node voltage is connected and between the input node of the sensing 
circuit and the input node of the reference voltage generation circuit, a 
second transistor under gate control by the reverse voltage is also 
provided. The column line of the selected memory cell is charged by the 
voltage source of the sensing circuit via the first transistor and also 
by the voltage source of the reference voltage generation circuit via the 
second transistor. 
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ABSTRACT: 

Dendritic derivatives of 3, 5-bis leminomethyl) benzene and aminomethyl 
benzene core groups are disclosed. In each derivative, termed an 
"amplifier" because the dendritic structure on each molecule terminates 
with multiple termini to each of which an "active group" can be attached, 
the desired effect of the active group per mole is amplified compared to 
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conventional compounds having only one active group per molecule 
Amplifier molecules can include a targeting group permitting the 
molecules to preferentially attach to a particular anatomical or 



physiological situs. Active groups are any of various pharmacologically 
or therapeutically active moieties, including moieties useful for 
magnetic-resonance contrast enhancement. The dendritic structures 
comprise linkers and branch groups covalently bonded to each other in any 
of various structural combinations. The amplifiers can be prepared as a 
solution or mixture with a physiologically compatible carrier for 
administration to a warm-blooded animal subject. Also disclosed are 
methods for using the compounds in diagnosis and therapy, such as 
obtaining a magnetic resonance image of a subject. 
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ABSTRACT: 

Vasoactive intestinal peptide analogs containing substitutions of 
appropriately selected amino acids at specific positions of the VIP 
molecule. 
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and combinations of mercapto-acylamino acids and atrial natriuretic 
factors or angiotensin converting enzyme inhibitors useful for treating 
hypertension are disclosed. 

-> d kwic 2 

US PAT NO: 5,141,924 [IMAGE AVAILABLE] L9: 2 of 3 

US-CL-CURRENT: **514/I2", 20; 530/324, 325; 930/170, DIG. 800, DIG. 820, 
DIG. 821 



i oil. This material was crystallized 
,4 g (82%) of fine white needles. **mp** 
.degree. -54. degree. C. (a), sub. D +23. 13. degree, [c 1, EtOAc) . 



-> d his; log y 



0 S LI AND (530, 435, 514/COR) 

0 S LI AND (530, 435, 514/CLAS) 

178 S LI AND (530 OR 435 OR 514/CLAS) 

33 S MPS2 OR GDFS OR GDF3 OR ( (GDF OR ( (GROWTH ( LA) DIFFERENTIA 



desoximetasone also showed a dose-dependent cell growth inhibition 
in epidermal cell cultures. IL-1 alpha synthesis was greatly 
suppressed by calcipotriol 10 (-6) -10 (-6) M. EGF at 10 ng/ml, in 
contrast, strongly stimulated IL-1 alpha production. Neither 

•••GDF*** - nor TGF-beta 1 had a significant effect oi 

IL-1 alpha production in keratinocyte monolayer cultures. In 
fibroblasts, «**GDF*** - ***s*»* induced very weak 



fibroblasts. Whereas TGF-beta 1 increased proliferation in cell 
number determination and in the thymidine incorporation assay, MTT 
assays showed slight antiproliferative effects. Due to these 
controversial results, in addition cell cycle analysis was employed. 
TGF-beta 1 led to an increased S phase, which indicates a 
stimulation of cell division. The different results obtained with 
the MTT test suggest that TGF-beta 1 may stimulate cell division of 
fibroblasts not only by increasing the 3 phase, but also by 
shortening the Gl phase of the cell cycle. 
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TI Human ***growth*** - ***differentiation*** ***factor*** 

* (hGDF3) : developmental regulation in human teratocarcinoma 



cell lines and expression in primary testicular germ cell tumours. 
ONCOGENE, (1998 Jan 8) 16 (1) 95-103. 
Journal code: ONC. ISSN: 0950-9232. 



AB We describe the cloning and initial characterization of a novel cDNA 
from human embryonal carcinoma (EC) cells. This cDNA, which we named 
human ***growth*** •••differentiation*** ***factor*** 

•••3*** (hGDF3), encodes the homologue of mouse ***GDF3*** , a 
TGFbeta superfamily member belonging to the Growth/Differentiation 
Factors. We have analysed the expression of hGDF3 in human embryonal 
carcinoma cell lines and in primary testicular germ cell tumours of 
adolescents and adults (TGCTs) . Expression of hGDF3 in human EC cell 
lines is stem cell-specific, is down- regulated upon RA-raadiated 
differentiation and is increased upon culture of the cells in the 
presence of activin A. In TGCTs, hGDF3 expression is low in 
seminomas, while expression in non- seminomas is readily detectable 
and appears to be associated with the EC and yolk sac components in 
the tumours. We have also mapped the hGDF3 locus to the short arm of 
human chromosome 12, a region consistently overrepresented in human 
testicular germ cell tumours. Thus, hGD?3 represents an embryonal 
carcinoma stem cell-associated marker both in vitro and in vivo. 
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AU Williamson C M; Beechey C V; Ball S T; Dutton E R; Cattanach B M; 

Tease C; Ishino F; Peters J 
TI Localisation of the imprinted gene neuronatin, Nnat, confirms and 

refines the location of a second imprinting region on mouse 

chromosome 2. 

SO CYTOGENETICS AND CELL GENETICS, (1998) 81 (1) 73-6. 

Journal code: DXK. ISSN: 0301-0171. 
AS Nine regions on six mouse autosomes are subject to imprinting and 

uniparental inheritance of any one of these regions results in mice 

with phenotypic anomalies. So far on distal Chromosome (Chr) 2 there 

is a unique imprinting region between 2H3 and 2H4 associated with 

two behavioural disorders and neonatal lethality. A maternally 

imprinted gene, Nnat, has been identified which is expressed in the 

nervous system and maps to distal Chr 2. Nnat has been excluded as a 

candidate for either or both the behavioural phenotypes as it lies 

proximal to the 2H3-2H4 imprinting region. Here we have mapped Nnat 

to band 2H1 which is at least 18 Mb proximal to the previously 

described imprinting region. It maps close to agouti, some alleles 
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Brunet L J; McMahon J A; McMahon A P; Karl and R M 
Noggin, cartilage morphogenesis, and joint formation in the 



lalian skeleton {see comments) . 
SO SCIENCE, (1996 May 29) 280 (5368) 1455-7. 
Journal code: UJ7. ISSN: 0036-B07S. 



Noggin is a bone morphogenetic protein (BMP) antagonist expressed in 
Spemann's organizer. Murine Noggin is expressed in condensing 
cartilage and immature chondrocytes, as are many BMPs . In mice 
lacking Noggin, cartilage condensations initiated normally but 
developed hyperplasia, and initiation of joint development failed as 
measured by the expression of •••growth*** and 

***dif ferentiation*** ***factor*** - ***5*** . the maturation 
of cartilage and Hoxd expression were unaffected. Excess BMP 



titment of cells into 
plates; chondrocytes are i 
positional cues. 



refractory to joint-inducing 
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AU Morotome Y; Goseki-Sone H; Ishikawa I; Oida S 

TI Gene expression of growth and differentiation factors-5, -6, and -7 
in developing bovine tooth at the root forming stage {published 
erratum appears in Biocham Biophys Res Commun 1996 May 
29;246<3) :§25] . 

SO BIOCHEMICAL AND BIOPHYSICAL RESEARCH COMMUNICATIONS, (1998 Mar 6) 
244 (1) 85-90. 

Journal code: 9YB. ISSN: 0006-291X. 
AB Growth and differentiation factors ( •••GDF*** )- ***$•*• , -6, 
and -7 are members of the bone morphogenetic protein (BMP) family. 
Previous studies suggest their importance in bone development and in 
tendon/ ligament morphogenesis. The cells of the dental attachment 
apparatus, cementura, periodontal ligament, and alveolar bone proper 
are derived from the dental follicle proper. In this study, we 
investigated the expression of * * •GDF** * - ***5*** , -6, and -7 

?enes in tissues of the bovine incisor tooth germ at the root 
onning stage. The results demonstrate distinct expression of GDFs 
in both the dental follicle and the odontoblast layer. While 

***GDF*** - ***5*** and -6 mRNAs were expressed in both the 
dental follicle and the odontoblast layer, GDF-7 raRNA expression was 
detected only in the dental follicle. These results indicate that 
GDFs, expressed in the bovine tooth germ including the dental 
follicle, may be potent regulatory molecules in the development of 
the dental attachment apparatus. 

LI ANSWER 4 OF 28 MEDLINE 

AU Kim D S; Korting H C; Schafer-Korting M 

TI Effects of growth factors on the proliferation of human 
keratinocytes and fibroblasts in vitro. 

SO PHARMAZIE, (1998 Jan) 53 (1) 51-7. 
Journal code: P4D. ISSN: 0031-7144. 

AB ***Growth*** / ** 'differentiation*** *• 'factor*** - 

***5'** ( ***GDF*** - •••5*** ) is a new member of the 
transforming growth factor-beta (TGF-beta) superfamily of 
multifunctional peptide growth factors that appear to mediate many 
key events in cell growth and development. The effects of 

***GDF*** - *•*$>•• and other growth factors (epidermal growth 
factor, EGF; TGF-beta 1) on the proliferation of human keratinocytes 
and fibroblasts compared with desoximetasone and calcipotriol have 
been investigated. The proliferation rate was determined by a 
hemocytometer, MTT assay and the incorporation of I 3H] -thymidine. 
Moreover, cell cycle analyses were performed and the influence on 
interleukin-1 alpha (IL-1 alpha) production in keratinocytes was 
measured by enzyme- linked immunosorbent assay (ELISA) because of its 
pronounced proinflammatory effect. In keratinocytes, ***GDF*** 

**•$•** stimulated cell proliferation to a minor extent. The drug 
already proved to be effective at very low concentrations (0.1 
ng/ml) . Growth stimulatory effects with EGF have been observed only 
in keratinocyte basal medium (KBM) , but not in keratinocyte growth 
medium (KGM) . TGF-beta 1 markedly inhibited the proliferation of 
keratinocytes at concentrations > 1 ng/ml. Calcipotriol and 



29 (11) 1241-4. Ref: 11 
Journal code: CDK. ISSN: 1357-2725. 
AB A new morphogenic secreted protein has been identified with direct 
evidence for its involvement in skeletal development and joint 
morphogenesis. Cartilage-derived morphogenetic protein-1 (Cdmpl) and 
its mouse homologue ***growth*** / ***differentiation*** 

***factor*** »**s**< ( ...g^fS*** j wer « discovered 
independently using a degenerate PCR screen for bone morphogenetic 
protein-like genes. Cdmpl/ ***Gdf5*** belongs to the TGF-beta 
superfamily, a large group of signaling molecules that are secreted 
as biologically active dimers with a carboxyl- terminal domain 
containing seven highly conserved cysteines. Its temporal and 
spatial expression pattern is mostly restricted to the developing 
appendicular skeleton. Genetic studies revealed that effective null 
mutations in the gene are associated with short limbs, brachypodism 
(bp) in mice and acromesomelic chondrodysplasia in humans. 
Recombinantl y expressed protein initiates and promotes 
chondrogenesis and to a limited extent osteogenesis in vitro and in 
vivo. This makes this polypeptide a potential therapeutic agent in 
the regeneration of skeletal tissues. 
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AU Farkas L M; Scheuermann 3; Pohl J; Unsicker K; Krieglstein K 
TI Characterization of ***growth*** / ***differentiation*** 
•••factor*** *.*5**« ( *** GDP ..* - *** 5 ..* , aa a 

neurotrophic factor for cultured neurons from chicken dorsal root 

ganglia. 

SO NEUROSCIENCE LETTERS, {1997 Oct 31) 236 (2) 120-2. 
Journal code: N7N. ISSN: 0304-3940. 

AB «**Growth*** / ** 'differentiation*** ***factor*** - 

***5*** ( ***GDF*** - ***5*** ), a morphogenetic protein, has 
previously been shown to act as a neurotrophic factor for midbrain 
dopaminergic neurons. To further elucidate the neurotrophic 
potential of ***GDF*** - *•*$**• ( serum free cultures of 
dorsal root ganglionic (DRG) neurons from developing chick embryos 
were treated with ***GDF*** - *«*s**+ with or without the 
simultaneous addition of other trophic factors. Our results show 
that ***GDF*** - ***5*** has a minor promoting effect on its 
own, but it can enhance the survival promoting effect of 
neurotrophin-3 (NT-3) and nerve growth factor (NGF) on cultured DRG 
neurons. Our finding fits well into the concept that neurotrophic 
factors nay act synergistically in ensuring survival of different 
neuronal populations. The capacity of ***GDF*** - ••*s**» to 
reduce the requirement of a subpopulation of sensory neurons for 
NT-3 may have implications for the treatment of peripheral 
neuropathies. 

LI ANSWER 8 OF 28 MEDLINE 

AU Lentz S J; Varricchio M; Smith S G; Ficsor G 

TI Detection of low copy number inversions in mouse genomic DMA with 

unidirectional PCR primers. 
SO ENVIRONMENTAL AND MOLECULAR MUTAGENESIS, (1997) 30 (3) 260-3. 

Journal code: EMM. ISSN: 0693-6692. 
AB The recessive brachypodism (bp) mutation, located in the 
***orowth*** / ***diffar*ntiation*** +**f actor* * * 



/ "'differentiation*** ***factor*** ***S* 
( ***GDF5*** ) gene, causes highly specific skeletal changes in 
the limbs of brachypod mice. Although Southern blot analysis does 
not distinguish sequence disruptions in the *»*GDF5*** sequence 
of brachypod mice, sequencing and mapping ...enps*** mDX*. 
reveals the bp mechanism to be an inversion preceded by a small 
deletion. We report here a simple and sensitive method of bp 
detection from mouse genomic DNA. Previous bp detection used 
degenerative PCR sequencing. However, without automation, sequencing 
is a laborious effort for ***GDF5*** inversion detection. The 
method developed utilizes two unidirectional primers in PCR 
(UP-PCR). which allow for quick and sensitive analysis of gel 
electrophoresed PCR products. UP-PCR of the * * *GDF5* * * gene in 
wild type mouse genomic DNA cannot amplify a fragment due to the 
unidirectional primers. However, UP-PCR of the *** G DFS*** gene 
in bp mouse genomic DNA does amplify a fragment from the 

***GDF5*** gene. Amplification occurs because of the inverted 
fragment in bp ***GDF5*" . This fragment changes the direction 
of the second forward primer 160 degrees to the position of a 
reverse primer. UP-PCR detection of the bp inverted fragment is 
highly sensitive. Amplified fragments were obtained from the bp 

?enomic DNA in the presence of wild type genomic DNA in ratios up to 
:10(6), respectively. The sensitivity and simplicity of this method 
allow for quick, inexpensive, and reliable detection of the bp 
inversion. 
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AU Sullivan A H; Opacka- Juf f ry J; Hot ten G; Pohl J; Blunt S B 

TI ***Growth*** / ***dif ferentiation*** ***f actor*** 

•**5»** protects nigrostriatal dopaminergic neurones in a rat 
model of Parkinson's disease. 

SO NEUROSCIENCE LETTERS, (1997 Sep 19) 233 (2-3) 73-6. 
Journal code: N7N. ISSN: 0304-3940. 

AB *• 'Growth*** / ***dif ferentiation*** ***f actor*** 

*»«5*«* ( . .. GDp .g... i 4 novel member of the transforming 
growth factor beta superfamily, promotes the survival of 
dopaminergic neurones in vitro. We present here the first evidence 
for a neuroprotective action of ***GDFS*** in vivo. We 
investigated the effects of intracerebral administration of 

***GD?5*** on a rat model of Parkinson's disease. •••GDFS*** 
was administered just above the substantia nigra and into the 
lateral ventricle immediately before ipsilateral injection of 
6-hydroxydopamine into the medial foreorain bundle. ***GDF5*** 
prevented the development of amphetamine- induced rotations and 
preserved the integrity of striatal dopaminergic nerve terminals, as 
measured by positron emission tomography. Post-mortem studies showed 
that •**GDPS*** spared dopamine levels in the striatum and 
tyrosine hydroxylase positive neurones in the midbrain. This study 
suggests that ***gdF5*** has potential for the treatment of 
Parkinson's disease. 
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AU Polinkovaky A; Robin N H; Thomas J T; irons H; Lynn A; Goodman F R; 

Reardon W; Kant S G; Brunner H G; van der Burgt I; Chitayat D; 

HcGaughran J; Donna i D; Luyten F P; Warman M L 
TI Mutations in CDMP1 cause autosomal dominant brachydactyly type C 

(letter}. 

SO NATURE GENETICS, (1997 Sep) 17 (1) 18-9. 
Journal code: BRO. ISSN: 1061-4036. 
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AU Yaraashita H; Shimizu A; Kato M; Nishitoh H; Ichijo H; Hanyu A; 
Morlta I; Kimura M; Makishima F; Miyazono K 

TI ***Growth*** / ***differentiation*** ***f actor*** - 
" , 5 ,M induces angiogenesis in vivo. 

SO EXPERIMENTAL CELL RESEARCH, (1997 Aug 25) 235 (1) 218-26. 
Journal code: EPB. ISSN: 0014-4827. 

AB Bone morphogenetic proteins (BMPs) are multifunctional cytokines, 
which induce bone and cartilage formation and exert various other 
effects on many tissues. Since angiogenesis is involved in the bone 
formation process, certain members in the BMP family may induce 
angiogenesis. We examined the in vivo angiogenic activity of BMP 
family members, i.e., growth/differentiation factor ( •**GDF*** )- 
*..£*.» »nd BMP -2 . ***GDF*** - ••*5«*» induced angiogenesis 



in both chick chorioallantoic membrane and rabbit cornea assays. In 
contrast, BMP- 2 did not induce angiogenesis. In order to elucidate 
the mechanism of angiogenesis, we examined the effects of 

* * "GDF* * * - ***5*** ori cultured bovine aortic endothelial cells 
(BECs) . •** G DF*"* - *»*5«** induced plasminogen activator 
activity and accelerated the migration of BECs in a chemotactic 
fashion, which may contribute to the process of angiogenesis in 
vivo. These results suggest that *""GDF*** - ***5**» is one of 
the molecules which induce angiogenesis in the bone formation 
process. 

ANSWER 12 OF 2 8 MEDLINE 
Bruneau S; Hour rain P; Rosa F M 

Expression of contact, a new zebrafish DVB member, marks mesenchymal 
cell lineages in the developing pectoral fins and head and is 
regulated by retinoic acid. 

MECHANISMS OF DEVELOPMENT, (1997 Jul) 65 (1-2) 163-73. 
Journal code: AXF. ISSN: 0925-4773. 

Contact, a new zebrafish transforming growth factor-beta (TGF-beta) 
member is most closely related to mouse *"*GDF5""* and to human 
CDMP-1 responsible, when mutated, for limb brachypodism phenotype 
and Hunter-Thompson syndrome, respectively. Contact exhibits a 
dynamic spatial expression pattern in the pharyngeal arches and the 
pectoral fin buds that much prefigures cartilage formation. Within 
the fin buds, contact expression is detected in the proximal 
mesenchyme from which the endoskeleton will develop. Exogeneously 
applied retinoic acid (RA) induces duplication of the pectoral fin 
rudiment in zebrafish embryos as well as contact expression along 
the proximal margin of the fin mesenchyme showing that both 
endoskeleton and exoskeleton can be duplicated. 

ANSWER 13 OF 28 MEDLINE 

Wolf man N M; Hat tarsi ey G; Cox K; Celeste A J; Nelson R; Yamaji N; 
Dube J L; DiBlasio-Smith E; Nove J; Song J J; Wozney J M; Rosen V 
Ectopic induction of tendon and ligament in rats by growth and 
differentiation factors 5, 6, and 7, members of the TGF-beta gene 
family. 

JOURNAL OF CLINICAL INVESTIGATION, (1997 Jul IS) 100 (2) 321-30. 
Journal code: HS7. ISSN: 0021-9738. 
Little is known about the regulatory signals involvi 

ligament formation, and this lack of understanding I 

attempts to develop biologically based therapies for tendon and 
ligament repair. Here we report that growth and differentiation 
factors (GDFs) 5, 6, and 7, members of the TGF-bet a gene superfamily 
that are most related to the bone morphogenetic proteins, induce 
neotendon/ligament formation when implanted at ectopic sites in 
vivo. Analysis of tissue induced by *"*GDF*** - «**5»** r $ ( or 
7, containing implants by currently available morphological and 
molecular criteria used to characterize tendon and ligament, adds 
further evidence to the idea that these GDFs act as signaling 
molecules during embryonic tendon/ligament formation, in addition, 
comparative in situ localizations of the ***GDF*"* - ***5*** ( 
6, and 7 mRNAs suggest that these molecules are important regulatory 
components of synovial joint morphogenesis. 

ANSWER 14 OF 28 MEDLINE 
Nishitoh H 

Identification of receptors for bone morphogenetic proteins. 
KOKUBYO GAKKAI ZASSHI . THE JOURNAL OF THE STOMATOLOGICAL SOCIETY, 
JAPAN, (1997 Mar) 64 (1) 24-37. 
Journal code: IQF. ISSN: 0300-9149. 

Bone morphogenetic protein (BMP) -7/osteogenic protein (OP)-l and 
growth/differentiation factor ( ***GDF*** )- ***S*"" are 
members of the BMP family. BMPs transduce their effects through 
binding to two different types of serine/threonine kinase receptors, 
type I and type II. Here we investigated the binding and signaling 

?roperties of BMP-7/OP-1 and ***GDF"** - •••5*** through type 
and type II receptors. BMP-7/OP-1 was found to bind Activin 
receptor-like kinase (ALK)-l as wall as ALK-3/BMPR-IA in AT DC 5 
cells. When ALK-1 or ALK- 3 / BMP R- 1 A was stably transfected into mink 
'.ial cells, ALK-1 and ALK- 3 /BMPR-IA mediated signal 
nth heterogeneous signaling specificities. "*"GI 
bound to ALK-6/BMPR-IB and BMP type II receptor 
(BMPR-II) but not to ALK- 3 /BMPR-IA in ROB-C26 cells. Analysis using 
COS-1 cells revealed that *.. G DF""* - ***s*** bound to 
ALK-6/BMPR-IB, but not to the other type I receptors when expressed 
alone. When COS-1 cells were transfected with type II receptor 
cDNAs, *"*GDF""* - ***5*** bound to Activin type II receptor 
(ActR-II) and type II B receptors as well as BKPR-II but not to 
TGF-beta type II receptor. In the presence of type II receptors, 

***GDF"** - bound to different sets of type I receptors, 

but the binding was most efficient to ALK- 6/BMPR- I B compared to the 
other type I receptors. Moreover, *"*GDF*** - ***$*** 
transduced the signal efficiently by ALK-6/BMPR-IB in the presence 
Of BMPR-II or ActR-II. 

ANSWER 15 OF 28 MEDLINE 
Vortkamp A 

Defining the skeletal elements. 

CURRENT BIOLOGY, (1997 Feb 1) 7 (2) R104-7 . Ref: 23 
Journal code: B44. ISSN: 0960-9822. 

A recent study of mice carrying different combinations of mutations 
in the genes for two bone morphogenetic factors (BMPs), BMPS and 

•*»GDFS*"" , indicates that BMPs have specific and synergistic 
functions in the regulation of skeleton development. 

ANSWER 16 OF 28 MEDLINE 
Storm E E; Kings ley D M 

Joint patterning defects caused by single and double mutations in 
members of the bone morphogenetic protein (BMP) family. 
DEVELOPMENT, (1996 Dec) 122 (12) 3969-79. 
Journal code: ECW. ISSN: 09S0-1991. 

The mouse brachypodism locus encodes a bone morphogenetic protein 
(BMP) -like molecule called ***growth*"" / "'differentiation*' " 

***factor*** .**s*»* ( ***g.— " 

***Gdf5*** tri 
transverse stripe: 

limb. The number, location and time of appeaj 
corresponds to the sites where joints will later form between 
skeletal elements. Null mutations in ***Gdf5*** disrupt the 
formation of more than 30% of the synovial joints in the limb, 
leading to complete or partial fusions between particular skeletal 
elements, and changes in the patterns of repeating structures in the 
digits, wrists and ankles. Mice carrying null mutations in both 

***Gdf5"** and another BMP family member, BmpS, show additional 
abnormalities not observed in either of the single mutants. These 
defects include disruption of the stemebrae within the sternum and 
abnormal formation of the fibrocartilaginous joints between the 
sternebrae and ribs. Previous studies have shown that members of the 
BMP family are required for normal development of cartilage and 
bone. The current studies suggest that particular BMP family members 
may also play an essential role in the segmentation process that 
cleaves skeletal precursors into separate elements. This process 
helps determine the number of elements in repeating series in both 
limbs and sternum, and is required for normal generation of the 
functional articulations between many adjacent structures in the 
vertebrate skeleton. 

ANSWER 17 OF 28 MEDLINE 
Hall B K; Miyake T 

Divide, accumulate, differentiate: cell condensation in skeletal 
development revisited. 

INTERNATIONAL JOURNAL OF DEVELOPMENTAL BIOLOGY, (1995 Dec) 39 (6) 
681-93. Ref: 145 

Journal code: AV3. ISSN: 0214-6282. 

Cell condensation is a pivotal stage in skeletal development. 
Although prechondrogenic condensations normally exist for some 12 h, 
duration can vary. Variation is seen both between condensations for 
different cartilages (Meckel's vs. elastic ear cartilage) and within 
a single condensation from which more than one skeletal element will 
form, as in the three components of the single first arch 
chondrogenic condensation. Understanding how duration of the 
condensation phase is established- -how the condensation phase is 
entered and exited during cell dif f erentiation—remains a major area 
for future study. During chondrogenesis , cell-specific products such 
as collagen types II and IX and cartilage proteoglycan appear 
concomitant with condensation. Therefore, during chondrogenesis, 
condensation precedes commitment of cells as prechondrobiasts. 
During osteogenesis, however, differentiation of preosteoblasts 
precedes condensation. Therefore, during osteogenesis, condensation 
amplifies the number of committed osteogenic cells. Further 
comparative analysis of skeletogenesis should provide us with a more 
rigorous understanding of cell commitment, when differentiation is 
initiated, how commitment and differentiation are measured and the 
relationship of condensation to onset of differentiation. Current 
knowledge of molecules characteristic of condensations focused 
attention on extracellular matrix and cell surface components on the 
one hand, and on growth factors homeobox genes and transcription 
factors on the other. We have drawn together the molecular data for 
pre- chondrogenic condensations in diagrammatic form in Figure 2. 
Three major phases of chondrogenesis are identified: (a) 
epithelial-masenchymal interactions that precede condensation, (b) 
condensation itself, and (c) cell differentiation. Although we label 
the third phase differentiation, it is important to recognize that 
phases a and b also constitute aspects of chondroblast call 
differentiation (see Dun lop and Hall, 1995 for a discussion of this 
point. The pre-condensation phase is characterized by expression of 
Hox genes, growth factors (TGF-beta and BMP-2) and the cell surface 
proteoglycan receptor, syndecan-1. Expression of Msx-1 and Msx-2, 

8rowth factors and syndecan continues into the condensation phase, 
ther molecules, such as versican, syndecan- 3 and tenascin, present 
in low concentrations before condensation, are up-regulated during 
condensation. Yet other molecules — Hox genes, transcription factors, 
growth factors (activin, BMP-4 and -5, ***gdF**" - •••5*** ) 
cell adhesion molecules and proteoglycans — are only expressed during 
the condensation phase, while the transcription factor Pax-1, 
fibronectin, hyaluronan and hyaladherin are expressed both during 
and after condensation. During condensation mRNAs for collagen types 
II and IX and for the core protein of cartilage proteoglycan are 
up-regulated. Late in condensation and increasingly thereafter, the 



*GDF5* 1 



Here we show that 



differentiate {see Fig. 2 lor details) . Not all the molecules 
present before, during of after condensation can be placed into 
causal sequences. Some however can. In Figure 3 we summarize the 
causal sequences discussed in this paper as they relate to 
initiation of condensation and to transit from condensation to overt 
differentiation during chondrogenesis. Condensations form following 
activation of at least three pathways: (1) Initiation of 
epithelial-mesenchymal interactions by tenascin, BMP-2, TGF beta-1 
and Msx-1 and -2. (2) Up-regulation of N-CAM by activin. (3) 
Up- regulation of fibronectin by TGF-beta, further enhancing N-CAM 
accumulation (Fig. 3) . It is by these three pathways that 
condensations are initiated and grow. Transition from condensation 
to overt cell differentiation is under both positive and negative 
control (Fig. 3). Syndecan blocks fibronectin and so blocks N-CAM 
accumulation, preventing accumulation of additional cell 
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Hot ten G C; Katsumoto T; Kimura M; Bechtold R F; Kron R; Ohara T; 
Tanaka H; Satoh Y; Okazaki M; Shirai T; Pan H; Kawai S,- Pohl J S; 
Kudo A 

Recombinant human ** "growth*** / ** "differentiation*** 

** 'factor*** ***5f*. stimulates mesenchyme aggregation and 
chondrogenesis responsible for the skeletal development of limbs. 
GROWTH FACTORS , (1996) 13 (1-2) 65-74. 
Journal code: AOI. ISSN: 0697-7194. 

We have expressed and biologically characterized recombinant human 
*** *£**« , ".differentiation*** — -■ 



•factor*' 



"growth* 1 

(huGDF5) . This protein is composed of a mature homodimer consisting 
of 15 kD subunits. Using recombinant expressed protein, we have 
demonstrated that huGDFS in vitro stimulated mesenchyme aggregation 
and chondrogenesis in rat limb bud cells. In vivo, partially 
purified huGDFS induced cartilage and bone formation in muscular 
tissues of rodents. However, in contrast to the effects of other 
BMPs, as for example BMP-2, the osteoblastic MC3T3-E1 cells did not 
respond to huGDFS as measured by alkaline phosphatase activity. 
These results suggest that the action of ***GDF5*"* may be 
relatively specific for chondrogenesis during the entire process of 
the endochondral bone formation. ***GDF5*** may control the 
morphogenesis of cartilaginous tissue, including joints, in the 
skeletal development of limbs. 
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Nishitoh H; Ichijo H; Kimura M; Mat sumo to T; Makishima F; Yamaguchi 
A; Yamaahita H; Enomoto 5; Miyazono K 

Identification of type I and type II serine/threonine kinase 
receptors for ***growth*** 7 •* "differentiation" •* 

•••factor*** - ***$*** . 
JOURNAL OF BIOLOGICAL CHEMISTRY, (1996 Aug 30) 271 (35) 21345-52. 
Journal code: HIV. ISSN: 0021-9258. 

•••Growth*** / ***dif ferentiation"** """factor*** 
•••5*** ( ***GDF*** - **«s*«* ) i 3 a member of the bone 
morphogenetic protein (BMP) family, which plays an important role in 
bone development in vivo. Mutations in the ***GDF*** - "**S"** 
gene result in brachypodism in mice and Hunter- Thompson type 
chondrodysplasia in human. BMPs transduce their effects through 
binding to two different types of serine/threonine kinase receptors, 
type I and type II. However, binding abilities appear to be 
different among the members of the BMP family. BMP-4 binds to two 
different type I receptors, BMP receptors type IA (BMPR-IA) and type 
IB JBMPR-IB), and a type II receptor, BMP receptor type II 



(BMPR-II). in addition to these receptors, osteogenic protein-1 
(OP-1, also known as BMP-7) binds to activin type I receDtor 
(ActR-1) as well as activin type II receptors (ActR-II , 



ActR-IIB) . Here we investigate the binding and signaling properties 
of ***GDF*** - ••*5«*« through type I and type II receptors. 

***GDF*** - ***5*** induced alkaline phosphatase activity in a 
rat osteoprogenitor-like cell line, ROB-C26. 1251- *""GDF"** 

•**5*** bound to BMPR-IB and BMPR-II but not to BMPR-IA in ROB-C26 
cells and other nontransfected cell lines. Analysis using COS-1 
cells transfected with the receptor cDNAs revealed that * * *GDF* * * 

- ••*5*** bound to BMPR-IB but not to the other type I receptors 
when expressed alone. When COS-1 cells were transfected with type II 
receptor cDNAs, ***gdf*** - **»5»** bound to ActR-II, 
ActR-IIB, and BMPR-II but not to transforming growth factor-beta 
type II receptor. In the presence of type II receptors, ***gdf**" 

- ***s*»« bound to different sets of type I receptors, but the 
binding was most efficient to BMPR-IB compared with the other type I 
receptors. Moreover, a transcriptional activation signal was 
efficiently transduced by BMPR-IB in the presence of BMPR-II or 
ActR-II after stimulation by ***GDF*** - ***s*** , T hese 



results suggest that BMPR-lS mediates certain signals for 
• **GDF** * - ***s*** after forming the heteromeric a 



BMPR-II or ActR-II 



complex with 
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Brickell P M 

MHox and vertebrate skeletogenesis: the long and the short of it. 
BIOESSAYS, (1995 Sep) 17 (9T 750-3. Ref: 31 
Journal code: 9YY. I5SN: 0265-9247. 

The development of the vertebrate skeleton is under complex genetic 
control, and good progress is being made towards identifying the 
genes responsible. A recent paper contributes to this progress by 
describing transgenic mice in which the homeobox-containing MHox 
gene has been disrupted. MHox (-/-) mice have a range of skeletal 
defects, involving loss or shortening of structures in the skull, 
face and limb. Puzzling features of the MHoxf-/-) mutation, which 
has similar effects on bones with very different embryological 
origins and yet spares other bones completely, may hold clues to the 
mechanisms that shape the skeleton. MHox(-/-j mice, used in 
conjunction with other skeletal mutants, will be important tools for 
exploring these mechanisms further. 
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Francis-West P H; Richardson M K; Bell E; Chen P; Luyten F; 
Adelfattah A; Barlow A J; Brickell P M; Wolpert L; Archer C W 
The effect of overexpression of BMPs and ***GDF*** - ***5*** 
on the development of chick limb skeletal elements. 

ANNALS OF THE NEW YORK ACADEMY OF SCIENCES, (1996 Jun 8) 765 254-5. 
Journal code: 5NM. ISSN: 0077-8923. 
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Thomas J T; Lin K; Nandedkar M; Camargo M; Cervenka J; Luyten F P 
A human chondrodysplasia due to a mutation in a TGF-beta superfamily 



The TGF-beta superfamily comprises a number of functionally diverse 
growth factors/signalling molecules (1) which elicit their response 
upon binding to serine- threonine kinase receptors (2) . We recently 
reported the isolation and characterization of two new members of 
the family, designated cartilage-derived morphogenetic protein 
(CDMP) 1 and 2 (ref. 3) which are closely related to the sub-family 
of bone morphogenetic proteins. CDMP-1 is predominantly expressed at 
sites of skeletal morphogenesis (3), and we now show that a mutation 
in hCDMP-1 is associated with a recessive human chondrodysplasia 
(acramesomelic chondrodysplasia, Hunter-Thompson type (4,5)). The 
disorder, characterized by skeletal abnormalities restricted to the 
limbs andlimb joints, is phenotypically similar to murine 
brachypodism (bp) which is due to mutations in * "growth*** / 

"••differentiation*** ***factor*** - ***5*** < ""*Gdf*** - 
***5*** ) (6), the mouse homologue of hCDMP-1. Affected individuals 
are homozygous for a 2 2 -bp (tandem-duplication) frame shift mutation 
in the mature region of CDMP-1. The resulting phenotype provides 
direct evidence for the involvement of CDMP-1 in human skeletal 
development and represents the first human disorder attributable to 
a mutation in a TGF-beta superfamily member. 
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Krieglstein K; Suter-Craziolara C; Hotten G; Pohl J; Unsicker K 
Trophic and protective effects of ***growth*** / 

"••differentiation*** """factor*** ***5*** , a member of 
the transforming growth factor-beta superfamily, on midbrain 
dopaminergic neurons. 

JOURNAL Of NEUROSCIENCE RESEARCH, (1995 Dec) 42 (S) 724-32. 
Journal code: KAC . ISSN: 0360-4012. 

***Growth**" / ""differentiation*** '""factor*"* 

"GDFS""* ) is a novel member of the transforming 

' - - M . 1 „ - i 



al 

is expresed in the 

developing CN5 including the mesencephalon and acts as a 
neurotrophic, survival promoting molecule for rat dopaminergic 
midbrain neurons, which degenerate in Parkinson's disease. 
Recombinant human ***gdf5**" supports dopaminergic neurons, 
dissected at embryonic day (E) 14 and cultured for 8 days under 
serum-free conditions, to almost the same extent as TGF-beta 3, and 
is as effective as glial cell line-derived neurotrophic factor 
(GDNF), two established trophic factors for midbrain dopaminergic 
neurons. In contrast to TGF-beta and GDNF, ***GDF5*** augments 
numbers of astroglial cells in the cultures, suggesting that it may 
act indirectly and through pathways different from those triggered 
by TGF-beta and GDNF. ***gdfS"** also protects dopaminergic 
neurons against the toxicity of N-methylpyridinium ion (MPP+), which 



selectively damages dopaminergic neurons" through mechanisms 
currently debated in the etiology of Parkinson's disease (PD> . 



ANSWER 24 OF 26 MEDLINE 
Krieglstein K; Unsicker K 

Bovine chromaffin cells release a transforming growth 
factor-beta-like molecule contained within chromaffin granules. 
JOURNAL OF NEUROCHEMISTRY, (1995 Sep) 65 (3) 1423-6. 
Journal code: JAV. ISSN: 0022-3042. 

Bovine chromaffin cells contain within their storage vesicles and 
release upon cholinergic stimulation a complex mixture of proteins 
and peptides. We present data suggesting that one of these proteins 
resembles transforming growth factor (TGF) -beta in terms of its 
biological activity. The assay used to asanas the activity of 
TGF-beta is based on cells transfected with a plasminogen activator 



inhibicor-1 promoter-lucif erase construct. The assay is highly 
specific in detecting TGF-beta 1, -beta 2, And -beta 3 but does not 
detect several cytokines and growth factors, such as fibroblast 
growth factor-2, transforming growth factor-alpha, platelet-derived 
growth f actor -AB, insulin-like growth factor-1, or neurotrophic 3 or 
-4. Moreover, we show that this assay does not detect a wide range 
of TGF-beta superfamily members (activln A, bone morphogenetic 
protem-2, -4, -6, and -7, '"growth*** / ***diffarentiation*** 

* "factor*** - "*5*** , and glial cell line-derived neurotrophic 
factor) . Chromaffin granules contain approximately 1 ng of 
TGF-beta/10 mg of protein. The biological activity elicited by the 
chromaffin granule component can be neutralized by using an antibody 
against TGF-beta 1/beta 2/beta 3. TGF-beta is releasable from 
cultured chromaffin cells stimulated with the cholinergic agonist 
carbachol (10(-S) M) . These data suggest that TGF-beta is stored in 
chromaffin granules and can be released by exocytosis. 

ANSWER 25 OF 28 MEDLINE 
Reddi A H; Takita H 

Initiation of bone formation cascade by bone morphogenetic proteins. 
TANPAKUSHITSU KAKUSAN KOSO. PROTEIN, NUCLEIC AClB, ENZYME, 11995 
Apr) 40 (5) 467-74. Ref: 54 
Journal code: Q7D. ISSN: 0039-9450. 

ANSWER 26 OF 29 MEDLINE 

Hotten G; Neidhardt H; Jacobowsky B,- Pohl J 

Cloning and expression of recombinant human ***growth*** / 

•"differentiation"* ***factor*** »*«5*** 
BIOCHEMICAL AND BIOPHYSICAL RESEARCH COMMUNICATIONS, (1994 Oct 28) 
204 (2) 646-52. 

Journal code: 9YB. ISSN: 0006-291X. 

The complete amino acid sequence of human ***Growth*** / 

•"differentiation*** "'factor*** ...5..* (huGdfS), a new 
member of the TGF-beta superfamily, has been determined through 
Initial degenerate PCR and subsequent cloning and nucleotide 
sequencing of genomic DNA and cDNA encoding the precursor and 
flanking regions. The huGdfS gene consists of only two coding exons. 

The protein is highly homo* ~~ 

particularly the mature pai 
Expression in HuTK- cells using recombinant vaccinia virus revealed 
the expected processed dimeric mature protein. Antibodies against 
huGdfS were raised in chicken. 

ANSWER 27 OF 28 MEDLINE 

Storm E E; Huynh T V; Cope land N G,- Jenkins N A; Kingsley 0 M; Lee S 

Limb alterations in brachypodism mice due to mutations in a new 
member of the TGF beta-super family [see comments] . 
NATURE, (1994 Apr 14) 368 (6472) 639-43. 
Journal code: NSC. ISSN: 0028-0836. 

The mutation brachypodism (bp) alters the length and number of bones 
in the limbs of mice but spares the axial skeleton. It illustrates 
the importance of specific genes in controlling the morphogenesis of 
individual skeletal elements in the tetrapod limb. We now report the 
isolation of three new members of the transforming growth 
factor-beta (TGF-beta) superfamily (growth/ differentiation factors ( 

* * *GDF" * ) ** + 5*«* t $ and 1) and show by mapping, expression 
patterns and sequencing that mutations in ***Gdf5*** are 
responsible for skeletal alterations in bp mice. ***GDF5"* and 
the closely related GDF6 and GDF7 define a new subgroup of factors 
related to known bone- and cartilage-inducing molecules, the bone 
morphogenetic proteins (BMPs) , Studies of Bmp5 mutations in short 
ear mice have shown that at least one other BMP gene is also 
required for normal skeletal development. The highly specific 
skeletal alterations in bp and short ear mice suggest that different 
members of the BMP family control the formation ox different 
morphological features in the mammalian skeleton. 

ANSWER 26 OF 28 MEDLINE 
McPherron A C; Lee S J 

* "GDF* * * - *.»3*». an[ j gdp-9; cwo new members of the 
transforming growth factor-beta superfamily containing a novel 
pattern of cysteines. 

JOURNAL OF BIOLOGICAL CHEMISTRY, (1993 Feb 15) 268 (S) 3444-9. 
Journal code: HIV. ISSN: 0021-92SB. 

Two new mammalian members ( • "growth"* / ** 'differentiation' 
" " " ~ " * " ( *"GDF"* — ~ 



factor*** «.. 3 *.. ( (*. GD F"* - •** 3 *.* ( and GDF- 9) of 

the transforming growth factor-beta superfamily were identified 
using degenerate oligonucleotides corresponding to conserved regions 
among known family members. By Northern analysis, ***GDF*** - 

+.* 3 *,. transcripts were detected primarily in adult bone marrow, 
spleen, thymus, and adipose tissue. In contrast, GDF- 9 transcripts 
were detected only in the ovary. Based on their cDNA sequences, the 
predicted "•GDF"* - ***3*" and GDF- 9 polypeptides each 
contain a potential signal sequence for secretion, a putative 
tetrabasic proteolytic processing site, and a COOH-terminal region 
that shows significant homology to the known members of the 
transforming growth factor-beta superfamily. In the COOH-terminal 
region, ***GDF"* - anc j gdf-9 are most homologous to 

Xenopus Vg-1 (571) and human bone morphogenetic protein 4 (34*), 
respectively. Unlike all previously described members of this 
superfamily, both ***GDF"* - 1**3*" 4n d GDF-9 lack the 
conserved cysteine residue that is believed to form the sole 
disulfide linkage between subunits in other family members. These 
findings raise new possibilities regarding subunit interactions 
among members of this superfamily. 
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-> d pd 283 13 

'PD' IS NOT A VALID FORMAT FOR FILE 'MEDLINE' 
The following are valid formats: 
The default display format is BIB. 
ABS AB 

ALL AN, DN, TI, CM, AU, CS, NC, SO, CY, DT, LA, FS, OS, EM, EW, 

AB, CT, RN, CN, NA, GEN 

BIB AN, DN, TI, CM, AU, CS, NC, SO, CY, DT, LA, FS, OS, EM, EW 

CBIB -— AN, DN, TI, CM, AU, CS, NC, SO, CY, DT, LA, FS, OS, EM, EW 
DALL --- AN, DN, TI, CM, AU, CS, NC, SO, CY, DT, LA, FS, OS, EM, EW, 

AB, CT, RN, CN, NA, GEN 
IABS — - AB 

I ALL AN, DN, TI, CM, AU, CS, NC, SO, CY, DT, LA, FS, OS, EM, EW, 

AB, CT, RN, CN, NA, GEN 

IBIB AN, DN, TI, CM, AU, CS, NC, SO, CY, DT, LA, FS, OS, EM, EW 

IND CT, RN, CN, NA, GEN 

SAM TI, CM, CT, RN, CN, NA, GEN 

TRI TI, CM, CT, RN, CN, NA, GEN 

TRIAL — TI, CM, CT, RN, CN, NA. GEN 

HIT All fields containing hit terms 

KWIC All hit terms plus 20 words on either side 

OCC List of display fields containing hit terms 

Hit terms will be highlighted in all displayable fields. 

To display a particular field or fields, enter the display field 
codas. For a list of display field codes, enter 'HELP DFIELDS ' 
at an arrow prompt (->) . Examples of formats include: 'BIB'; 
■AB'; 'SO, ST 1 . You may specify the format fields in any order, 
and the information will be displayed in the same order as the 
format specification. 

The same formats (except for HIT, KWIC, and OCC) may be used 
with the DISPLAY ACC command to display the record for a 
specified Accession Number. 

ENTER DISPLAY FORMAT (BIB):end 



-> d py 283 13 

L3 
PY 

<■> file caplus 

COST IN U.S. DOLLARS SINCE FILE 

ENTRY 

FULL ESTIMATED COST 1.20 

FILE ' CAPLUS ' ENTERED AT 10:55:37 ON 24 NOV 1998 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 1998 AMERICAN CHEMICAL SOCIETY (ACS) 



1 by the publishers listed in the PUBLISHER (PB) field (available 

for records published or updated in Chemical Abstracts after December 
26, 1996>, unless otherwise indicated in the original publications. 



COST IN U.S. DOLLARS 
FULL ESTIMATED C05T 



SINCE FILE TOTAL 
ENTRY SESSION 
13.75 13.90 



SESSION WILL BE HELD FOR 60 MINUTES 
STN INTERNATIONAL SESSION SUSPENDED AT 09:18:13 ON 10 NOV 1998 
Trying 9351006. . .Open 

Welcome to STN International! Enter x:x 

LOGINID:33sptaiei2dxr 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



Welcome to STN International 
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NEWS 
NEWS 
NEWS 



Feb 2 
Oct 7 
Nov 12 
Nov 19 



Web Page URLs for STN Seminar Schedule - N. America 
Free Connect Hour in Ad is Files 
UMI Files no Longer Available on STN 
PLEASE NOTE IMPORTANT DISPLAY CHANGES IN 
CAPLUS/HCAPLUS/ZCAPLUS - DATE CHANGE 
No-Longer Polymers List added to CHEMLIST 
Iteration and Answers Set Limits Increased in 
REGISTRY/ ZREGI STRY 



ith Discover 



- New V4.1b Free 



i V4. 



NEWS HOURS 
NEWS INTER 
NEWS LOGIN 
NEWS PHONE 
NEWS WWW 



Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or 1 
specific topic. 



i to see news on that 



All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



STN Columbus 



FILE 'HOME' ENTERED AT 10:53:07 ON 24 NOV 1998 
-> file modline 
COST IN U.S. DOLLARS 
FULL ESTIMATED COST 
FILE 'MEDLINE' ENTERED AT 10:53:14 ON 24 NOV 1998 
FILE LAST UPDATED: 29 OCT 1998 (19981029/UP) . FILE COVERS 1966 TO DATE. 

TO REFLECT THE ANNUAL 



SINCE FILE 
ENTRY 
0.15 



TOTAL 
SES5I0N 
0.1S 



This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 
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ANSWER 1 OF 6 CAPLUS COPYRIGHT 1998 ACS 

Suemitsu, Rikisaku; Ohnishi, Kei Ichiro; ***Nobuhara, Toshiaki*** 
; Horiuchi, Masayuki; Horiuchi, Kenichi 

Studies on the metabolic products of Alternaria porri. Part 16. 
Isolation and identification of ten toxin from Alternaria porri 
(Ellis) Ciforri 

***Agric. Biol. Chem.*** (1990), 54 (9), 2449-50 
CODEN: ABCHA6; ISSN: 0002-1369 

ANSWER 2 OF 6 CAPLUS COPYRIGHT 1998 ACS 

* "Nobuhara, Masahiro*** ; Morishita, Hideaki; Tohyama, Junichi; 
Ogino, Hiromi; Nii, Atsushi; Nagase, Yasukazu; Kanamori, Toshinori 
Increased expression in Escherichia coli of human tumor necrosis 
factor through in vitro mutagenesis around the initiation codon 

•••Agric. Biol. Chen.*** (1988), 52(6), 1331-B 
CODEN: ABCHA6; ISSN: 0002-1369 



ley J 



ANSWER 3 OF 6 CAPLUS COPYRIGHT 1996 ACS 
Imai, Hiroyuki; Aishima, Tetsuo; ***Nobuhara, Akio*** 

irs in "katsuobushi" (dried bonito) aroma formation 
*Agric. Biol. Chem.*** (1982), 46(2>, 419-28 
CODEN: ABC HA 6 ; ISSN: 0002-1369 

ANSWER 4 OF 6 CAPLUS COPYRIGHT 1998 ACS 
Aishima, Tetsuo; ***Nobuhara, Akio*** 

Analysis of gas chromatographic profiles of "Katsuobushi" (dried 
bonito) flavor by pattern similarity analysis method 

***Agric. Biol. Chem.*** (1977), 41(10), 1841-6 
CODEN: ABC HA 6 

ANSWER 5 OF 6 CAPLUS COPYRIGHT 1998 ACS 
Aishima, Tetsuo; ***Nobuhara, Akio*** 
Evaluation of soy sauce flavor by stepwise mi 
analysis of gas chromatographic profiles 

* +1 Agric. Biol. Chem.*** (1976), 40(11), 
CODEN: ABC HA 6 



iltiple regression 
2159-67 



LB ANSWER 6 OF 6 CAPLUS COPYRIGHT 1998 ACS 
AU ***Nobuhara, Akio*** ; Matsui, Masanao 
TI Syntheses of compounds possessing chicken flavor 
SO ***Agric. Biol. Chem.*** (1966), 30(11), 1087-9 
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INVENTOR: 



ASSIGNEE: 
APPL-NO: 
DATE FILED: 
ART-UNIT : 
PRIM-EXMR: 
LEGAL- REP: 

US PAT NO: 



Nov. 4, 1997 

Pharmaceutical applications for methanediphosphonate 

derivative 
Norio Kawabe, Kamakura, Japan 
Hiromi Uchiro, Kamakura, Japan 
Teruo Nakadate, Yokohama. Japan 
Masahiko Tanahashi, Kamakura, Japan 
Masatoshi Ito, Yokohama, Japan 
Toray Industries, Inc., Japan (foreign corp.) 
08/617.937 
Mar. 15, 1996 
121 



5,683,992 (IMAGE AVAILABLE) 



L2: 1 of 5 
ABSTRACT: 

The present invention relates to a methanediphosphonate derivative, its 
manufacturing process, and pharmaceutical applications, that is 
represented with the following formula: IISTRIM wherein, D is either 
sulfur, oxygen, NH, alkyl- substituted N, CH.sub.2, or SCH.sub.2, X 
represents an alkyl group, alkyl group having a hetero atom as a 
substitution group, an aryl group or an acyl group, m represents an 
* — ~* 1 — c " J B — - 1 K — - " R.sup.3 and R.sup.4 

? roups having 1 to carbon atoms 
unction. The compounds of the 
present invention have excellent IL-1 inhibitory action, antioxidation 
action and bone resorption inhibitory action, and are useful as 
antiinflammatory agents, antirheumatic agents, bone metabolic disease 
drugs, autoimmune disease drugs, or osteoporosis drugs. 

SUMMARY: 

BSUM(34) 

Those . . activity against (chronic) articular rheumatism, multiple 

rheumatoid arthritis, osteoarthritis, scapular periarthritis, 
neck -shoulder- arm syndrome, intervertebral disk disorders, lumbago, 
tendonitis and peri tendonitis, ** arthrosteitis** , scapulohumero- 
pariarthritia, fibrositis, muscle pain, neuralgia, gout, post-surgical 
and posttraumatic inflammation and swelling (antiinflammatory agents, 
antirheumatics, antiarthritics, analgesics and antipyretics), or. 
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Apr. 8, 1997 

Methanedipnosphonic acid derivative, process for 
production thereof and use for pharmaceuticals 
Norio Kawabe, Fujisawa, Japan 
Hiromi Uchiro, Kamakura, Japan 
Teruo Nakadate, Yokohama. Japan 
Masahiko Tanahashi, Kamakura, Japan 
Yuriko Fun aba, Fujisawa, Japan 

Toray Industries, Inc., Tokyo, Japan (foreign corp.) 
08/178, 320 
Jan. 14, 1994 
121 

Johann Ri enter 
Michael Ambrose 

Birch, Stewart, Kolasch t Birch 
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A methane diphosphonic acid derivative represented by the general 
formula (I): MSTRlll wherein, X and Y are defined in the specification; 
ro represents an integer of 0 to 3; n represents an integer of 0 to 4; and 
each X of the (X).sub.m and each Y of the (Y).sub.n may be either 
identical or different; . . . represents a double bond or single bond; A 
is -- (CH.sub.2) a-- (D)b--(CH. sub. 2)c-- (wherein D is sulfur, oxygen, NH, 
alkyl-substituted N, or CH.sub.2, a and c are integers of 0 to 10 and b 
is 6 or 11, or — (CH.dbd.CH)d.dbd.CH- (wherein d is an integer of 0 to 2, 
and B does not exist when A represents — CH.dbd.CH)d— CH.dbd. ) , B refers 
to a hydrogen atom, alkyl group, amino group, monoalkyl amino group, 
dialkylamino group, acyl amino group, hydroxy! group, alkoxy group, 
trialfcylsiloxy group or acyloxy group, and each of R.sup.l, ft. sup. 2, 
R.sup.3 and R.sup.4 is hydrogen atom, straight or branched alkyl group 
having 1 to 7 carbon atoms, or pharmacologically allowed cation, and 
these may be identical or different, as described. The compounds of the 
present invention have excellent IL-1 inhibitory action, ant i oxidative 
action and bone resorption inhibitory action, and are useful as an 
antiinflammatory drug, antirheumatic drug, or autoimmune disease drug. 

DETDESC : 

DETD(IB) 

Those . . . preventive activity against (chronic) articular 
rheumatism, rheumatoid polyarthritis, osteoarthritis, scapular 
periarthritis, neck-shoulder-arm syndrome, intervertebral disk disorders, 
lumbago, tendinitis and peritendinitis, **arthrosteitis** , stiff and 
painful shoulder, fibrositis, muscle pain, neuralgia, gout, post-surgical 
and posttraumatic inflammation and swelling (antiinflammatory drugs, 
antirheumatic drugs, antiarthritic. 
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ABSTRACT: 

The present invention relates to a methanediphosphonate derivative, its 
manufacturing process and pharmaceutical applications, that is 
represented with the following formula: MSTRlll (wherein, B is either 
hydrogen, an alkyl group, hydroxyl group, alkoxy group or amino group, D 
is either sulfur, oxygen, NH, alkyl-substituted N, CH.sub.2 or SCH.sub.2, 
X represents an alkyl group, alkyl group having a hetero atom as a 
substitution group, an aryl group or an acyl group, m represents an 
integer of 1 to 5, and R.sup.l, R.sup.2, R.sup.3 and R.sup.4 
independently represent hydrogen, alkyl groups having 1 to 7 carbon atoms 
or pharmaceutically allowable cations) . The compound of the present 
invention has excellent IL-1 inhibitory action, antioxidation action and 
bone resorption inhibitory action, and is useful as an antiinflammatory 
agent, antirheumatic, bone metabolic disease drug, autoimmune disease 
drug, osteoporosis drug and so forth. 

SUMMARY: 

BSUM(37) 

Those . . activity against (chronic) articular rheumatism, multiple 

rheumatoid arthritis, osteoarthritis, scapular periarthritis, 
neck- shoulder -arm syndrome, intervertebral disk disorders, lumbago, 
tendonitis and peri tendonitis, "arthrosteitis**, scapulohumero- 
periarthritis, fibrositis, muscle pain, neuralgia, gout, post-surgical 
and posttraumatic inflammation and swelling (antiinflammatory agents, 
antirheumatics, antiarthritics, analgesics and antipyretics), or. 
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ABSTRACT: 

The present invention relates to novel 3-benzylidene-l -carbamoyl -2- 
pyrroridone analogues having advantage anti-inflammatory activities, 
which is represented by the formula: MSTRlll wherein R.sup.l and R.sup.2 
each is independently hydrogen, alkyl, alkoxy, or halogen; R.sup.3 is 
hydrogen or acyl; R.sup.4 is hydrogen, alkyl, hydroxy, alkoxy, cyano, or 
halogen; R.sup.5 and R.sup.6 each is independently hydrogen, alkyl, aryl, 
aralkyl, heterocyclic group, substituted or unsubstituted amino, or 
OR. sup. 7 wherein R.sup.7 is hydrogen, alkyl, aryl, acyl, or aralkyl, or 
taken together with the adjacent nitrogen atom may form heterocyclic 
group which may contain N, O t and/or S, and X and Y each is independently 
O, S, substituted or unsubstituted imino, or substituted or unsubstituted 
methylene. In more detail, the present invention provides an 
an ti- inflammatory agent which is useful for the treatment of chronic 
inflammation and has little side effect, e.g., stomach disease. 



SUMMARY: 

BSUM ( 4 > 
* 

Prior . being no effective to progressed rheumatic diseases such 

as osteonecrosis, the improvement in chronic rheumatic diseases, or the 
treatment of * 'arthrosteitis* * etc., and of having potent activities to 
induce gastric ulcer caused by the inhibition of the production of 
prostaglandin E.sub.2. 
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ABSTRACT: 

The present invention relates to novel 3-benzylidene- 1 -carbamoyl- 2- 
pyrroridone analogues having advantage anti-inflammatory activities, 
which is represented by the formula: IISTRlli wherein R.sup.l and R.sup.2 
each is independently hydrogen, alkyl, alkoxy, or halogen; R.sup.3 is 
hydrogen or acyl; R.sup.4 is hydrogen, alkyl, hydroxy, alkoxy, cyano, or 
halogen; R.sup.5 and R.sup.6 each is independently hydrogen, alkyl, aryl, 
aralkyl, heterocyclic group, substituted or unsubstituted amino, or 
OR. sup. 7 wherein R.sup.7 is hydrogen, alkyl, aryl, acyl, or aralkyl, or 
taken together with the adjacent nitrogen atom may form heterocyclic 

group which may contain N, 0, and/or 5, and X and Y each is independently 
, 5, substituted or unsubstituted imino, or substituted or unsubstituted 
methylene. In more detail, the present invention provides an 
anti-inflammatory agent which is useful for the treatment of chronic 
inflammation and has little side effect, e.g., stomach disease. 

SUMMARY: 

BSUM (4) 

Prior . being no effective to progressed rheumatic diseases such 

as osteonecrosis, the improvement in chronic rheumatic diseases, or the 
treatment of **arthrosteitis** etc., and of having potent activities to 
induce gastric ulcer caused by the inhibition of the production of 
prostaglandin E.sub.2. 

-> d bsum(34) 

US PAT NO: 
SUMMARY: 
BSUM (34) 

Those diseases at which compounds of the present invention are directed 
are inflammatory diseases, pain diseases, skin diseases, respiratory 
organ diseases, liver diseases, infections, autoimmune diseases, ischemic 
organ disorders and bone metabolic diseases. For example, the present 
invention provides a drug having superior therapeutic and preventive 
activity against (chronic) articular rheumatism, multiple rheumatoid 
arthritis, osteoarthritis, scapular periarthritis, neck- shoulder-arm 
syndrome, intervertebral disk disorders, lumbago, tendonitis and 

feritendonitis, * *arthrosteitis* * , scapulohumero-periarthr itis , 
ibrositis, muscle pain, neuralgia, gout, post-surgical and posttraumatic 
inflammation and swelling (antiinflammatory agents, antirheumatics, 
antiarthritics, analgesics and antipyretics), or psoriasis, asthma, 
pulmonary sarcoidosis, viral hepatitis, human immunodeficiency viral 
infections, protozoan infections, ischemic heart disease, ischemic 
encephalopathy, ischemic hepatitis, arteriosclerosis and osteoporosis, 
Paget 's disease, Bechterew's disease, hypercalcemia and ectopic 
ossification (bone metabolic disease drugs) . 

-> d bsum(4) 4 
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diseases such as osteonecrosis, , 

diseases, or the treatment of **arthrosteitis* * etc., and of having 
potent activities to induce gastric ulcer caused by the inhibition of the 
production of prostaglandin E.sub.2 (PGE.sub.2). 
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ABSTRACT: 

The invention relates to a method of making a quick- opening wrapping for 
packaging objects, characterized in that it comprises the following 
steps: 

an embrittling agent is added to at least one extrudable plastics 
material; 

a monolayer film is made from said composition by monoextrusion; and 
said objects are surrounded at least in part by a portion of said film, 
and tear initiator means are provided in said portion of the film 
whereby it is possible to tear said wrapping in the direction that is 
predetermined by said initiator. 

CLAIMS: 

CLMS(l) 

What is claimed is: 

1. A "method** of making a quick-opening wrapping for packing objects, 
comprising the steps of: 

preparing a composition by adding an embrittling agent to at least one 
extrudable plastics material, the concentration by weight of said 
embrittling agent being within the range of 51 to 301; 

monoextruding said composition by blow extrusion with a take-off ratio 
within the range of 1.5 to 30 and a blow-up ratio within the range of 
l.S to 5, whereby the extruded film is tearable in the extrusion 
direction and in a direction orthogonal to the extrusion direction; and 

surrounding at least in part said objects by a portion of said film, and 
providing tear initiator means in said portion of said film whereby it 
is possible to tear said wrapping in the direction that is 
predetermined by said initiator. 

CLM5(2) 

2. The **method** according to claim 1, wherein said embrittling agent 
is an ionomer based on an acid copolymer. 

CLH3(3) 

3. The * 'method** according to claim 2, wherein said ionomer is based on 
an acrylic or a methacrylic acid precursor neutralized by cations. 



5. The **method** according to claim 2, wherein said acid copolymer 
selected from the group consisting of ethylene acid and ethylene 
methacrylic acid. 



6. The ** method** according to claim 5, wherein said acid copolymer is 
at least partially neutralized with zinc or sodium cations. 

CLM3(7) 

7. The **method** according to claim 1, wherein said base plastics 
material is constituted by a plastics material selected from the group 
consisting of ** radicular** polyethylenes, linear polyethylenes, and high 
density polyethylenes. * 

CLMS(8) 

8. The **method** according to claim 7, wherein the plastics material is 
constituted by a mixture of at least two of said compounds. 



CLMS(IO) 

10. The * 'method** according to claim 9, wherein the melt index of the 
components used lies in the range 0.2 to 2, whereby said film is 
shrinkable. 



cms (id 

11. A "method* * of making a quick-opening wrapping for packing objects, 
ccjnprising the steps of: 

preparing a composition by adding an embrittling agent to at least one 
extrudable plastics material, the concentration by weight of said 
embrittling agent being within the range of 15* to 251; 

monoextruding said composition by blow extrusion with a take-off ratio 
within the range of 1.5 to 30 and a blow-up ratio with in the range of 
1.5 to 10, whereby the extruded film is tearable in the extrusion 
direction and in a direction orthogonal to the extrusion direction! and 

surrounding at least in part said objects by a portion of said film, and 

?roviding tear initiator means in said portion of said film whereby it 
s possible to tear said wrapping in the direction that is 
predetermined by said initiator. 

CLM3U2) 

12. The "method** according to claim 1, wherein the thickness of the 
monoextruded film is within the range of 20 to 150 microns. 



, said wax band has a 



3. The •♦method** of making a corono-**radicular" retainer comprising 
the steps of: 

forming a negative cast of the mouth area adapted to receive said 

pros thesis with a casting material; 
thereafter forming a plaster positive 

introducing plaster into said cast; 
casting a reversible hydrocolloid material about said model and 

withdrawing said model from aaid hydrocolloid material upon setting 

thereof to form a reversible hydrocolloid negative impression; 
casting in said negative impression an investment material to form a 

positive representation from said investment material; 
building up a thin layer of wax on said positive representation and 

shaping said layer to the configuration of the prosthesis to be 

fashioned, said layer of wax being applied to said positive 
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ABSTRACT: 

A radicular post cooperating with a resilient dental impression for use 
in preparing a cap to be fixed to a tooth having a post hole shaped to 
receive the post, each post having a conical part for entering the post 
hole and having a cylindrical part aligned on the longitudinal axis of 
the post and extending from the tooth when the post is seated in the post 
hole, the cylindrical parts of the posts having retention grooves 
circularly disposed around them, the parts of the posts being fully 
symmetrical about the axis; and the impression being formed of a cured 
resilient compound having a molded hole fitting the cylindrical part of 
each post, and the impression holes having resilient rings shaped to 
enter and fill the grooves in associated posts, the shapes of the grooves 
and rings and the resilience of the impression compound being selected 
such that the cylindrical parts of the posts can be removed from and 
re-positioned within the holes in the impressions without damaging the 
impressions and while achieving accurate positioning of the posts therein 
because the parts of the posts are symmetrical about their axes. 

CLAIMS : 

CLMS<1) 

I claim: 

1. The combination of a "radicular** post and a resilient dental 
impression for use in preparing a cap to be fixed to a tooth having a 
post hole shaped to receive the post, 

the post comprising a conical part for entering the post hole, the post 
having a cylindrical part which extends from the tooth when the post is 
seated in the post hole and the cylindrical part having retention 
groove ma ana circularly disposed around it, and the conical part and 
the cylindrical part and the groove means being fully symmetrically 
disposed about the longitudinal axis of the post; and 

the impression comprising a cured resilient compound having a molded 
hole fitting the cylindrical part of the post, and the impression 
having resilient ring means in the molded hole shaped to enter and fill 
the groove means in the post, the shape of the groove means and the 
resilience of the impression being selected such that the cylindrical 
part of the post can be removed from and re-positioned within the 
molded hole in the impression without damaging the impression and while 
achieving accurate positioning of the post therein because the parts of 
the post are symmetrical about said longitudinal axis. 

CLMS (2) 

2. The **method** of preparing a dental impression for making a cap to 
be fixed to a tooth having a post hole shaped to receive a "radicular** 
post, comprising the steps of: 

installing and seating a post in the post hole, the post having a 
conical part for entering the post hole and having a cylindrical part 
to project from the tooth, and the cylindrical part having retention 
groove means circularly disposed around it, and the conical and 
cylindrical parts being symmetrically disposed about the longitudinal 
axis of the post; 

molding resilient impression compound over the tooth and the projecting 

- < 1 • — — ■ — '-'-], whereby to form an impression havinr 

_ .indrical part of the post and having 
ring means in the internal hole fitting the groove means; and 
removing the molded impression and the post from the tooth, the shape of 
the groove means and the resilience of the ring means within the 
impression being selected to provide a reversible lock whereby in the 
event that the post remains in the tooth during removal of the 
impression a post which is identical in shape can be reinserted and 
locked in the internal hole and will be properly positioned therein 
during subsequent laboratory steps because the parts of the post are 
symmetrical about its longitudinal axis and thus have no specific 
orientation in terms of angle of rotation in the impression about said 
axis. 



CLMS (4) 

4. The * 'method** defined in claim 3 wherein said taper dowel has a 
threaded end and is fastened to said container by a screwthread into this 
end, said model being withdrawn from said dowel and said negative 
impression and said investment material being cast in said negative 
impression around said dowel. 

CLMS (5) 

5. A **method** of making a dental prosthesis, such as a dental bridge, 
dental crown or corono- ** radicular* * retainer, comprising the steps of: 

forming a negative cast of the mouth area adapted to receive said 

prosthesis with casting material; 
thereafter forming a plaster positive model of said region by 

introducing plaster into said cast; 
casting a reversible hydrocolloid material about said model and 

withdrawing said model from said hydrocolloid material upon setting 

thereof to form a reversible hydrocolloid negative impress ion ; 
casting in said negative impression an investment material to form a 

positive representation from said investment material; 
building up a thin layer of wax on said positive representation and 

shaping said layer to the configuration of the prosthesis to be 

fashioned; and 

forming a lost-wax casting mold about the positive representation with 
the wax layer thereon and casting a molten metal in said mold to 
produce the prosthesis, said model being mounted on a wall of said 
container and the container is filled with said hydrocolloid material 
up to said wall and surrounds said model, said molten metal being a 
chromium- cobalt alloy, said investment material being cured at an 
elevated temperature prior to the build up of said layer of wax 
thereon. 

-> d his 
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ABSTRACT: 

A method of making a dental prosthesis, such as a dental bridge, dental 
crown or corono-radicular retainer wherein a negative cast of the mouth 
area is formed by surrounding at least part of the area with a copper 
ring and introducing a casting material into said ring. Thereafter a 

Blaster positive model is formed by introducing plaster into said cast, 
he model is fixed to the wall of a container and duplicated by casting a 
hydrocolloid material about the model and withdrawing said model from 
said hydrocolloid material upon setting to form a reversible hydrocolloid 
negative impression. An investment material is used to form a positive 
representation from the investment material and there is built up with a 
thin layer of wax on said positive representation the configuration of 
the prosthesis to be fashioned. Then a lost-wax casting mold is formed 
about the positive representation with the wax layer thereon and a molten 
metal is cast in the mold to produce the prosthesis. 

CLAIMS: 

CLMS(l) 

We claim: 

1. A "method** of making a dental bridge, comprising the steps of: 

forming a negative cast of the mouth area adapted to receive said 
prosthesis with a casting material; 

thereafter forming a hard plaster positive model of said region by 
introducing plaster into only a limited region of said cast 
corresponding to the tooth-stump area and the alveolary crest area 
between the two stumps, producing an extended plaster positive model 
from said cast from which the tooth-stump model is removable, and 
removing the tooth- stump model from said extended model; 

casting a reversible hydrocolloid material about said model and 
withdrawing said model from said hydrocolloid material upon setting 
thereof to form a reversible hydrocolloid negative impression; 

easting in said negative impression an investment material to form a 
positive representation from said investment material; 

building up a thin layer of wax on said positive representation and 
shaping said layer to the configuration of the prosthesis to be 
fashioned; and 

forming a lost-wax casting mold about the positive representation with 
the wax layer thereon and casting a molten metal in said mold to 

Produce the prosthesis, said reversible hydrocolloid negative 
mpression being formed from said tooth-stump model and said positive 
impression of investment material constituting a duplicate of said 
tooth-stump model, said tooth-stump model and the duplicate thereof of 
investment material forming cores corresponding to the teeth on either 
side of said alveolary crest area and of a dimension less than that of 
the teeth to be formed on said prosthesis, said thin layer of wax being 
built on said cores to the anatomical shape of teeth by applying a wax 
band of predetermined thickness around said cores and a wax disk to the 
ends of said cores . 
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ABSTRACT : 

The invention concerns a protein of the **TGF**-.**beta**. family, the 
DNA coding therefor and a pharmaceutical composition containing such a 
protein. 
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ABSTRACT: 

The present invention relates to methods for the induction of 
tendon/ ligament- like tissue formation, wound healing and ligament and 
other tissue repair, using a composition comprising **BMP**-12, 
**BMP**-13 or **HP**-**52**, or combinations of the above. 
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ABSTRACT: 

The present invention relates to a process for preparing hydrogen gas on 
an industrial scale by culturing the microorganism Clostridium 
beijerinckii Ferm BP-3592 or the anaerobic asporogenic bacterium strain 



DETDESC : 
DETD ( 15) 

N-acetylglucosaminidase 
alkaline phosphatase 
leucylglycine aminopeptidase 
glycine aminopeptidase 
proline "aminopetidase** 
phenylalanine aminopeptidase 
arginine aminopeptidase 
serine aminopeptidase 
pyrrolidone aminopeptidase. 
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is described. 



The enzyme is extremely efficient in reducing substantial concentrations 
of cyanide to very low levels in a broad pH, and temperature range, and 
in the presence of organics and metal ions. 
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ABSTRACT: 

The present invention relates to a process for preparing hydrogen gas on 
an industrial scale by culturing the microorganism Clostridium 
beijerinckii Ferm BP-3592 or the anaerobic asporogenic bacterium strain 
Ferm BP-3593 in a medium containing glucose and/or a polysaccharide 
containing a glucose unit. 

SUMMARY: 

B5UM136) 

N-acetyiglucosaminidase 
alkaline phosphatase 
leucylglycine aminopeptidase 
glycine aminopeptidase 
proline * *aminopetida3e** 
phenylalanine aminopeptidase 
arginine aminopeptidase 
serine aminopeptidase 
pyrrolidone aminopeptidase. 
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TITLE: Process for preparing hydrogen gas using microorganism 

INVENTOR: Fumiaki Taguchi, Kanagawa, Japan 

Masayoshi Morimoto, Tokyo, Japan 
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ABSTRACT: 

The present invention relates to pharmaceutical composition comprising 
SCF protein, IL-3 protein, GM-CSF protein and IL-6 protein. More 



4 



specifically, the present invention relates to a protecting agent from 
radiation hazards, comprising SCF protein, IL-3 protein, GM-C3F protein 
and IL-6 protein. 

The present invention also relates to a method for the treatment of 
pftients with radiation hazards, which comprises administering the 
pharmaceutical composition according in a therapeutically effective 
amount to the patients. 

The present invention has an excellent effect of enabling 100% survival 
of animals exposed to a lethal dose of radiations, which could not be 
attained by prior art pharmaceuticals. 

DBTDESC : 

DETD (39) 

(1) . . . a characteristic that a human IL-6 protein starting with 
Ala at the N-terminus can be produced by cleaving off the 
•*N** -"terminal** **Met** Lys sequence of the IL-6 protein with the 
protease **cathepsin** **C**. Such a treatment, however, was not carried 
out. 
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■tant invention provides novel molecules derived from the 

mts of proinsulin using r w * * ™* * — 1 — 11 — J - 

^ is molecules of the formul 

insulin species, B is the B-chai: 

connecting peptide. These molecules possess insulin-like activity and 
useful for the treatment of diabetes mellitus, particularly non-insulj 
dependent diabetes mellitus. These molecules are also useful for the 
production of insulin and constitute a novel pathway for the recombinant 
production of insulin species. The invention provides a method of making 
insulin proceeding through the compounds of the invention as 
intermediates. The instant invention further provides recombinant DNA 
compounds which encode the compounds of the invention. 

DETDESC : 

DETD (159) 

This ... in significant savings in the recombinant production of 
commercially significant quantities of insulin by eliminating the 
requirement of removing the **N**-'* terminal** ••methionine* 1 of the 
recombinant molecule with **cathepsin** **C**, or other methods, relying 
instead on the intrinsic action of the methionyl amino peptidase of the 
E. coli host cell to remove the **N**-** terminal** "methionine** . 
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ABSTRACT: 

Provided are PEGylated "interleukin-6" derivatives (PEG IL-6) having an 
extended plasma half -life, as well as enhanced in-vivo IL-6 biological 
activities . 

Methods for producing the modified glycosylated and unglycosylated IL-6 
proteins or polypeptides, as well as, for their use in treating 
hematopoietic disorders and dif f iciencies, particularly acute 
thrombocytopenia, are also provided. 

DETDESC : 



5EQ ID NO. 3 ##STR9## This amino acid sequence has **N**-**terminal** 
residues of **Met**-lys-Ala-Pro-and thus can be conveniently converted to 
Ala-Pro-, the natural hIL-6 sequence, by cleaving off the Het-Lys using 
**cathepsin** **C** . 

-> d detd(39) 

US PAT NO: 
DETDESC: 
DETD (39) 

(1) A DNA molecule which encodes the human IL-6 amino acid sequence was 
chemically synthesized in accordance with the procedure of Souza et al. 
( JP-A-63-500636) with reference to the published amino acid sequence of 
human IL-6 protein (Haegeman et al., Eur. J. Biochem. , vol. 159, p, 625, 
1986), and incorporated into E. coli to express human IL-6 protein in the 
same manner as described in JP-A-4 -218000. The human IL-6 protein 
produced by^expression^in the^ thus prepared recombinant E. coli^has a 

•Met** 
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cyanogen oromao cleavage, wnen tne native numan proinsulli 
B-chain and C-peptide amino acid sequences are employed in 
peptide's construction as exemplified herein, the amino ac: 
the ACB-hPI peptide is: ##3TR3l» 
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The . . . set forth in SEQ ID NO: 26. In a preferred embodiment, the 
purified polypeptide may be in the form of a **dimer** comprised of two 
subunits, each with the amino acid sequence of SEQ ID NO: 2. 



determinedby^SDS-PAGE'to be approximately " 20-22 kd on a Novex 161 



tricine gel. The pi of this molecule. 



[M1TALA. The pi of this 



' was determined by SDS-PAGE L_ __ 
approximately 25-27 kd on a Novex 16% tricine gel. The human BMP- 12 
protein exists. 



It . heteromolecules comprised of different BMP moieties. For 

example, a method and composition of the invention may comprise a 
disulfide linked **dimer** comprising a BMP-12 related protein subunit 
and a subunit from one of the *BMP" proteins described above. Thus, the 
present invention includes compositions comprising a purified BMP-12 
related polypeptide which is a **heterodimer** wherein one subunit 
comprises the amino acid sequence from amino acid II to amino acid 1104 
of SEQ ID NO:2,. . . consisting of BMP-1, BMP-2, BMP-3, BMP-4, BMP-5, 
BMP- 6, BMP- 7, BMP- 8, BMP- 9, BMP- 10 and BMP-1 1 . A further embodiment may 
comprise a **heterodimer** of disulfide bonded tendon/ ligament- like 
tissue inducing moieties such as BMP-12, VL-1 (BMP-13) or MP52. For 
example the **neterodimer** may comprise one subunit comprising an amino 
acid sequence from II to 1104 of SEQ ID NO: 2 and the other. 

DETDESC : 



^ature active species of BMP-12 

•homodimer** of two polypeptide subunits, each subunit 
comprising amino acids II to 1104 of SEQ ID NO: 2 with a predicted 
molecular. 



It is contei 
comprises 



i contemplated therefore that the mature active species of VL-1 
sea a ••homodimer** of two polypeptide subunits, each subunit 
sing amino acids II to 1120 of SEQ ID NO: 26 with a predicted 
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DETDESC : 
DETD (159) 
This novel [ 

current pract: ._ . i ^ 

This alternate pathway to insulin results in significant savings in the 
recombinant production of commercially significant quantities of insulin 
by eliminating the requirement of removing the ••N**-**terminal** 
••methionine* 1 of the recombinant molecule with **cathepsin** **C**, or 
other methods, relying instead on the intrinsic action of the methionyl 
amino peptidase of the E. coli host cell to remove the * *N* *-** terminal* * 
•'methionine** . 
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US PAT NO: 
DETDESC: 
DETD (160) 

Since the removal of the N-terminal methionine residue of ACB-PI is 
dependent on the presence of MAP, the host cell chosen must intrisically 
produce MAP or have been engineered to produce MAP. The MAP protease is 
indigenous to E. coli cells. Thus, a variety of E. coli cell lines which 
are not deficient in the production of the MAP may be employed in the 
practice of the method of the instant invention. Examples of E. coli host 
cells useful in the practice of the instant invention include the cell 
lines E. coli K12 L201, L6S7, L693, L507, L640, L641, L69S, L814 (E. coli 
B) . In the pre erred practice of the invention said E. coli host cell is 
the E. coli K12 RV30B E. coli cell line. 
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glutathione (oxidized); 

j gently mixed and stored „ . . . 

•Dimer** formation is assessed by running an aliquot on a Novex 16% 
tricine gel at 125 volts for 2.5 hours, followed by Coomassie Blue 
staining and destaining. BMP-12 »*dimer** was purified using a C4 
analytical RP-HPLC (reversed phase-high performance liquid 
chromatography) column (Vydac 214TP54) which was equilibrate 
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